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In the CI 



Please cancel Claims 19, 20, 27, 28, 30 and 31 
(withoi^ ^rejudicej^; enter the indicate^ amendments to Claims 
1 to 4, 6, 8 to 18, 21 to 24, 26 and 29; and enter new Claims 
32 to 35. Directions for amendment of claims are indicated on 
the copy of the attached hand amended ("marked up") original 
claims, showing in manuscript the amendments that have been 
made and the origins of the new claims. Clean forms of new 
and rewritten claims are included in the attached "Clean Set 
of Claims" document. 



Remarks 

This application seeks protection for certain novel 
compounds . that are inhibitors of the serine protease, 
Factor Xa, and are useful for the treatment of thrombotic 
disorders, and for a method of use of these and known 
compounds for the treatment of thrombotic disorders. It is 
the national stage of an international application, the claims 
of which were drafted in accordance with international 
practice . 

Applicants now wish to amend the application to 
bring it into conformity with United States patent practice, 
and also to distinguish the claims from the disclosure of WO 
99/25686, cited in the International Search Report. 

For the assistance of the Examiner, a copy of the 
original claims is attached, as noted above, showing in 
manuscript the amendments that have been made. 

Claims 19, 20, 27, 28, 30 and 31 have been 
cancelled, without prejudice. 

Claim 1 has been amended to exclude the compound 4- 
[ (3-ethoxybenzoyl-D,L-phenylglycinyl)aminomethyl] -1- [4- 
chlorobenzyl] piper idine. This compound is disclosed as 
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Compound 2099 in WO 99/25686. The compounds of WO 99/25686 
are disclosed as inhibitors of the action of chemokines such 
as MlP-la and MCP-1 on target cells. 

Claim 25 has been amended to make it clear that the 
use of the compound 4- [ (3-ethoxybenzoyl-D, L-phenylglycinyl) - 
aminomethyl] -1- [4-chlorobenzyl] piperidine to combat a 
thrombotic disorder still remains within the scope following 
the amendment of Claim 1 . 

Claims 2 to 4, 6, 8 to 15, 17 to 18, 21 to 24, 26 
and 2 9 have been rewritten in single dependent form. 

Claim 16 has been made dependent upon any one of 
claims 1 to 15, 17 to 18 and 21 to 24. Claim 25 now depends 
ii from Claim 16. 

New claim 32 is based upon a combination of original 
flj claims 1, 13, 15, 16, 25, 23, and 6. It is noted that all of 

^« the original claims were drafted in multiple dependent form, 

and hence new claim 32 is fully based on these original 
claims . 

New claim 33 is based upon new claim 32, and 
additionally incorporates the subject matter of Claims 14, 24 
and 5 . 

New claim 34 is based upon claims 2, 15, 16, 25, 18 
22 and 7, and additionally incorporates the preferred 
definition of R2 at page 31, line 21 to page 33, line 2. It 
is noted that the preferences in parentheses have been deleted 
before moving the text from the description into the claim. 

New claim 34 is based upon new claim 34 and claim 9. 
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Favorable consideration of the application is 

requested. 

Respectfully submitted, 




Hay, Martin Alexander 
Agent for Applicants 
Registration No. 39,459 
Phone: Oil 44 1625 500057 



.«! Martin A. Hay & Co., 



13 Queen Victoria Street 
03 Macclesfield 

Cheshire 
nJ SKll 6LP 

u 

UNITED KINGDOM 

nj ^^^^^^^^ — ' 



Attachments: Abstract on separate sheet 

Hand-amended (marked-up) Claims 
Clean Pending Claims 
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Claims 



JC03 Rec'd PCT/PTO 0 4 FEB 2002 



1. 



r 



A serine protease inhibitor of formula (I) : 



9y 




n 



(I) 



wherein: 



R2 is a 5 or 6 membered aromatic carbon ring optionally 
interrupted by a nitrogen, oxygen or sulphur ring atom, 
optionally being substituted in the 3 and/ or 4 position (in 
relation to the point of attachement of X-X) by halo, nitro, 
thiol, haloalkoxy, hydrazido, alkylhydrazido, amino, cyano, 
haloalkyl, alkylthio, alkenyl, alkynyl, acylamino, tri or 
dif luoromethoxy, carboxy, acyloxy, MeS02- or R^, or the 
siibstituents at the 3 or 4 positions taken together form a 
fused ring which is a 5 or 6 membered carbocyclic or 
heterocyclic ring optionally substituted by halo, haloalkoxy, 
haloalkyl, cyano, nitro, amino, hydrazido, alkylthio, alkenyl, 
alkynyl or j , and optionally substituted in the position 
alpha to the X-X group (i.e. 6 position for a six membered 
aromatic ring etc) by amino, hydroxy, halo, alkyl, carboxy, 
alkoxycarbonyl , cyano, amido, aminoalkyl, alkoxy or alkylthio 
with the proviso that R2 cannot be aminoisoquinolyl ; 

each X independently isaC, N, OorS atom or a CO, 
CRia, C(Ria)2 or NRia group, at least one X being C, CO, CRi^ 
or C(Ria)2; 

each Ria independently represents hydrogen or hydroxyl, 
alkoxy, alkyl, aminoalkyl, hydroxyalkyl , alkoxyalkyl, 
alkoxycarbonyl , alkyl aminocarbonyl , alkoxycarbonyl amino , 
acyloxymethoxycarbonyl or alkylamino optionally substituted by 
hydroxy, alkylamino, alkoxy, 0x0, aryl or cycloalkyl; 

Rl is as defined for Ria/ provided that R^ is not 
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unsubstituted aminoalkyl; 

Y (the a-atom) is a nitrogen atom or a CR^t) group; 

Cy is a saturated or unsaturated, mono or poly cyclic, 
homo or heterocyclic group, optionally substituted by groups 
5 R3a or RsiXi; 

each R2a. independently is Ric/ amino, halo, cyano, nitro, 
thiol, alkylthio, alkyl sulphonyl , alkylsulphenyl , triazolyl, 
imidazolyl, tetrazolyl, hydrazido, alkyl imidazolyl , thiazolyl, 
alkyl thiazolyl , alkyloxazolyl , oxazolyl , alkyl sulphonami do, 
10 alkylaminosulphonyl, aminosulphonyl , haloalkoxy, haloalkyl, a 



O group of the formula -C (x3)n(rH)R^2 (wherein is O or S; 

yj and R^^ and R^^ ^re independently selected from hydrogen, 

f'f methyl or ethyl or together with the nitrogen atom to which 

f)3 they are attached form a pyrrolidin-l-yl , piperidin-l-yl or 

03 

^ 15 morpholino group) , or -OCH2O- which is bonded to two adjacent 
t"3 ring atoms in Cy; 

ry 

Q X± is a bond, O, NH or CH2 ; 

R3i is phenyl, pyridyl or pyrimidinyl optionally 
substituted by R^a'^ 

^Ib/ ^^Ic ^Ij defined for Ria; 

L is an organic linker group containing 1 to 5 backbone 
atoms selected from C, N, O and S, or a branched alkyl or 
cyclic group; and 

ljp(D)n is of the formula: 



20 



25 



in which: 

r is 1 or 2 ; 
Xq is CH and X]^ is N; 
30 s, t and u are each 0 or 1; 

La and Lb are each independently selected from a single 
bond, C=0, O and NR^^, in which R^^ is hydrogen or (1- 
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6C)alkyl; 

G is (1-6C) alkanediyl ; and 

RlO is (l-6C)alkyl; (3-6C) cycloalkyl [which is 
unsiibstituted or substituted by (l-6C)alkyl] ; indanyl; 
pyridyl ; tetrahydropyranyl / tetrahydrothiopyranyl ; phenyl 
(which is unsiibstituted or substituted by one or two R3 groups 
[wherein R3 is hydrogen, hydroxy 1, alkoxy, alkyl (optionally . 
substituted by hydroxy, alkylamino, alkoxy, 0x0, aryl or 
cycloalkyl) , hydroxyalkyl (optionally substituted by hydroxy, 
alkylamino, alkoxy, 0x0, aryl or cycloalkyl) , alkoxyalkyl, 
alkoxycarbonyl , alkylaminocarbonyl , alkoxycarbonyl amino , 
acyloxymethoxycarbonyl , aminoalkyl (optionally substituted by 
hydroxy, alkylamino, alkoxy, 0x0, ai-yl or cycloalkyl) , 
alkylamino (optionally substituted by hydrox;y, alkylamino, 
alkoxy, 0x0, aryl or cycloalkyl) , amino, halo, cyano, nitro, 
thiol, alkyl thio, alkylsulphonyl, alkylsulphenyl, triazolyl, 
imidazolyl , tetrazolyl , hydrazido , alkyl imidazolyl , 
thiazolyl , alkyl thiazolyl, alkyl oxazolyl, oxazolyl, 
alkyl sulphonamido , alkylaminosulphonyl , aminosulphonyl , 
haloalkoxy, or haloalkyl] } , pyrrolinyl; or a group of formula: 



in which v is 1,2 or 3; one of and is N and the other is 
CH or N (provided that when v is 1, and X^, are not both N) ; 
and Rii is hydrogen, (1-6C) alkyl or when X^ is CH, hydroxy (1- 
6C) alkyl; provided that when t is 0, the sum of s and u is 1/ 
when Xt) is N, is a bond or C=0; when X^ is N, is a bond 

or C=0; when X^ and X^ are both N, t is 1; and when (La)s- 
(G)t-(Lb)u represents an alkyl group and Xt, and X^ both 
represent N, the alkyl group contains at least two chain 
carbon atoms ; 

or Rio is hydrogen and s, t and u are each 0/ 




11 
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or the compound of formula (I) that is 4~{[4- 
methoxybenzoyl-D,L- (2-trif luoromethylthiophenyl) - 



c-l 



glycinyl] aminomethyl} -1-isopropylpiperidine; ^ ^ 
or a physiologically-tolerable salt thereof. 





1 



2 . 



r 
s 



1 



wherein: 



R2 is a 5 or 6 membered aromatic carbon ring optionally 
interrupted by a nitrogen, oxygen or sulphur ring atom, 
optionally being substituted in the 3 and/or 4 position (in 
relation to the point of attachement of X-X) by halo, nitro, 
thiol, haloalkoxy, hydrazido, alkylhydrazido, amino, cyano, 
haloalkyl, alkylthio, alkenyl, alkynyl, acylamino, tri or 
dif luoromethoxy, carboxy, acyloxy, MeS02- or R^^, or the 
substituents at the 3 or 4 positions taken together form a 
fused ring which is a 5 or 6 membered carbocyclic or 
heterocyclic ring optionally substituted by halo, haloalkoxy, 
haloalkyl, cyano, nitro, amino, hydrazido, alkylthio, alkenyl, 
alkynyl or j , and optionally substituted in the position 
alpha to the X-X group (i.e. 6 position for a six membered 
aromatic ring etc) by amino, hydroxy, halo, alkyl, carboxy, 
alkoxycarbonyl , cyano, amido, aminoalkyl, alkoxy or alkylthio 
with the proviso that R2 cannot be aminoisoquinolyl ; 

each X independently isaC, N, OorS atom or a CO, 
CRia/ C(Ria)2 ^la group, at least one X being C, CO, CRiq^ 
or C(Ria)2; 

each Ria independently represents hydrogen or hydroxyl, 
alkoxy, alkyl, aminoalkyl, hydroxyalkyl , alkoxyalkyl, 
alkoxycarbonyl , alkyl aminocarbonyl , alkoxycarbonylamino , 
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acyloxymethoxycarbonyl or alky 1 amino optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl or cycloalkyl; 

Rl is as defined for Ria/ provided that is not 
unsubstituted aminoalkyl ; 



Cy is a saturated or unsaturated, mono or poly cyclic, 
homo or heterocyclic group optionally siobstituted by groups 
^3 a phenyl optionally substituted by Rsa/' 

each R3a. independently is Ric/ amino, halo, cyano, nitro, 
10 thiol, alkylthio, alky 1 sulphonyl, alkylsulphenyl , triazolyl, 
Q imidazolyl, tetrazolyl, hydrazido, alkyl imidazolyl, 



5 



y (the a- atom) is a nitrogen atom or a CR^}-) group; 




15 



thiazolyl, alkyl thiazolyl, alkyl oxazolyl, oxazolyl, 
alkyl sulphonami do, alkylaminosulphonyl , aminosulphonyl , 
haloalkoxy or haloalkyl; and 



^^Ib' ^Ic ^Ij defined for Ria; 



0 



L is an organic linker group containing 1 to 5 backbone 
atoms selected from C, N, O and S, or a branched alkyl or 
cyclic group; and 



Lp(D)n is of the formula: 



/ \ 



20 




10 



in which: 



r is 1 or 2; 



Xa is CH and X^^ is N; 



s, t and u are each 0 or 1; 



25 



La and are each independently selected from a single 
bond, C=0, O and NR^e/ in which R^^ is hydrogen or (1- 
6C) alkyl; 



G is (1- 6C) alkanediyl; and 
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RlO is (l-6C)alkyl; (3-6C) cycloalkyl [which is 
unsubstituted or substituted by (1-6C) alkyl] ; indanyl; 
pyridyl ; tetrahydropyranyl ; tetrahydrothiopyranyl ; phenyl 
{which is unsubstituted or siibstituted by one or two R3 groups 
[wherein R3 is hydrogen, hydroxyl, alkoxy, alkyl (optionally 
substituted by hydroxy, alkylatnino, alkoxy, 0x0, aryl or 
cycloalkyl) , hydroxyalkyl (optionally siibstituted by hydroxy, 
alkylamino, alkoxy, 0x0, aryl or cycloalkyl) , alkoxyalkyl, 
alkoxycarbonyl , alkyl aminocarbonyl , alkoxycarbonylamino , 
acyloxymethoxycarbonyl , aminoalkyl (optionally substituted by 
hydroxy, alkylamino, alkoxy, 0x0, aryl or cycloalkyl) , 
alkylamino (optionally substituted by hydroxy, alkylamino,' 
alkoxy, 0x0, aryl or cycloalkyl) , amino, halo, cyano, nitro, 
thiol, alkyl thio, alkyl sulphonyl , alkysulphenyl , triazolyl, 
imidazolyl, tetrazolyl, hydrazido, alkyl imidazolyl, 
thiazolyl, alkyl thiazolyl, alkyl oxazolyl, oxazolyl, 
alkylsulphonamido , alkylaminosulphonyl , aminosulphonyl , 
haloalkoxy or haloalkyl]}, pyrrolinyl; or a group of formula: 




in which v is 1, 2 or 3; one of and is N and the other 
is CH or N, provided that when v is 1, X^ and X^ are not both 
N; and Rii is hydrogen, (1-6C) alkyl or when X^ is CH, 
hydroxy (1-6C) alkyl; provided that when t is 0, the sum of s 
and u is 1; when X^ is N, La is a bond or C=0; when X^ is N, 
Lb is a bond or 0=0; when X^ and Xq are both N, t is 1; and 
when (L^) s" t" (^b) u represents and alkyl group and X^ and X^ 
both represent N, the alkyl group contains at least two chain 
carbon atoms, 

or a physiologically-tolerable salt thereof. 

3 . A serine protease inhibitor according to claim 1 or claim 

r 
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wherein r3 is selected from hydrogen, hydroxyl, methoxy, 
ethoxy, methyl , ethyl , propyl, 2 -propyl, butyl, 2 -butyl, t- 
butyl, pentyl, 2-pentyl, 3-pentyl, isopropylaminomethyl , 
dimethyl amino -methyl , diethylaminomethyl , dimethylaminoethyl , 
acetyl , hydroxymethyl , hydroxyethyl , carboxy , carboxy ( 1 - 
5C) alkyl , methoxymethyl , methoxycarbonyl , ethoxycarbonyl , 
methylaminocarbonyl , dimethyl aminocarbonyl , aminomethyl , 
aminocarbonyl , aminocarbonyl (1-5C) alkyl , methylamino, 
dimethylamino/ ethylamino/ formylamino, acetylamino, amino, 
fluoro, chloro, cyano, nitro, thiol, methyl thio, 
methyl sulphonyl , ethyl sulphonyl , isopropylsulphonyl , 
methyl sulphenyl ,1,2 , 4-tria2ol-2-yl > 1,2 , 4-tria2ol-4-yl , 1,2,3- 
tria2ol-4-yl , 1, 3-imidazol-l-yl, 1, 3-imida2ol-4-yl , tetrazol-l- 
yl , tetrazol - 5 -yl , me thylsulphonamido , e thylsulphonamido , 
propyl sulphonamido , methyl aminosulphonyl , ethyl aminosulphonyl , 
propyl aminosulphonyl , aminosulphonyl , 

trif luoromethoxy, trif luoromethyl and trichloromethyl . 

4. ^ A compound according to any of claims^ 1 to 3 wherein r is 
2 . 

5. A compound according to claim 1 wherein Lp(D)n is of the 
formula : 

wherein ; 

q is 1 or 2; 

Rg is hydrogen, -(CH2)c"Rc' "CHR^Rf/ or -CH2-CHReRf [c is 
0, 1 or 2; wherein Rq is pyridyl or phenyl (which phenyl may 
bear a fluoro, chloro, methyl, CONH2/ SO2NH2/ 
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methyl amino sulphonyl , dimethyl aminosulphonyl , 

methylsulphonylamino, methoxy or methyl sulphonyl substituent) 
and and Rf are independently hydrogen or Ci_3alkyl; or 
CHRgRf is (3-6C) cycloalkyl (which may bear a methyl, ethyl or 
hydroxymethyl substituent at the 3- or 4 -position, provided 
the substituent is not bonded to the CH group which is bonded 
to L) , tetrahydropyranyl , tetrahydrothiopyranyl , pyrrolidinyl 
(which may bear a 1-methyl substituent) , piperidinyl (which 
may bear a 1-methyl substituent) (provided that the 
tetrahydropyranyl , tetrahydrothiopyranyl , pyrrolidinyl and 
piperidinyl rings are not linked to the piperidin-1, 4-diyl 
group through a ring nitrogen atom or a ring carbon atom 
adjacent to a ring oxygen, sulfur or nitrogen atom) or indan- 
2-yl] . 

6. ^ A compound according to - any ono of claim/ 1 - to 5' wherein 
L is CONH, CH2NHCO, C0NHCH2^ CONHCH2CH2 or C0N(Me)CH2. 

7 . A serine protease inhibitor according to claim 2 wherein 
-L-Lp(D)n is of the formula: 




O 



wherein 

q is 1 or 2; 

s is 0 or 1; and 

Rg is -(CH2) c'^^c/ "-CHRgRf, or -CH2-'CHReRf [wherein c is 1 
or 2; is pyridyl or phenyl (which phenyl may bear a fluoro, 
chloro , methyl , C01sIH2 , SO2NH2 , methyl aminosulphonyl , 
dimethylaminosulphonyl, methylsulphonylamino, methoxy or 
methyl sulphonyl substituent) and R3 and Rf are independently 
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hydrogen or Ci^3alkyl; or CHReRf is cyclopentyl (which may 
bear a methyl, ethyl or hydroxymethyl substituent at the 3- or 
4-position) , cyclohexyl (which may bear a methyl, ethyl or 
hydroxymethyl substitutent at the 3- or 4 -position) , 
t e t r ahydropy r an - 4 - y 1 , t e t r ahy dr o t h i opy r an - 4 - y 1 , py r r o lidin-3- 
yl (which may bear a 1-methyl substituent) , piperidin-4 -yl 
(which may bear a 1-methyl substituent) , or indan-2-yl] . 

8,^ A compound according to any of claimj^ 5^ |to ?{ wherein q is 



9. ^ A compound according to claim 1 |ui ulaim 3 wherein Lp(D)n 
is selected from one of the following formulae: 



nj 



15 





20 
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hi 
Q 



ni 

C 'BT 



wherein m represents 0 or 1 . 

lO.yvA compound according to any of claim^ 1 5 td 7 wherein Rg 
is selected from: hydrogen, methyl, ethyl, prop-2-yl, but-2- 
yl, pent-S-yl, hept-4-yl, cyclopentyl, cyclohexyl, 
cyclohexylmethyl , l-methylpiperidin-4-yl , tetrahydropyran-4- 
yl, tetrahydrothiopyran-4-yl, phenyl, benzyl, pyrid-2-yl. 



m 10 pyrid-3-yl, pyrid-4-yl, pyrid-3-ylmethyl, pyrid-4-ylmethyl and 

G3 

' indan-2-yl. 



ii 

11-^ A compound according to any one of clairrv^ 1 " bo 10 wherein 
R2 is phenyl, thien-2-yl, naphthyl, indol-2-yl, indol-6-yl, 
15 benzo [b] furan-5-yl, benzo [b] thiophen-2-yl or benzimidazol-2-yl 
(each of which is optionally substituted as defined in claim 
1) . 

12 A compound according to any - one of claimji 1 to 11 wherein 
2 0 optional substituents for R2 are selected from: 

fluoro, chloro, bromo, iodo, nitro, thiol, dif luoromethoxy, 
trif luoromethoxy, hydrazido, methylhydrazido, amino, cyano, 
trifluoromethyl, methyl thio, vinyl, ethynyl, acetylamino, 
carboxy, acetoxy, hydroxy, methyl, ethyl, amido (CONH2) , 
25 aminomethyl, methoxy and ethoxy. 

13 A compound according to any one e f claimj? 1 "bo - 12 wherein 
R2 is selected from one of the formula (A') to (H'): 



30 
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(H') 

wherein X4 is O or S, R23 is selected from hydrogen, • 
fluoro, chloro or methyl and R^^ is selected from hydrogen, 
methyl, ethyl, fluoro, chloro, and methoxy and R15 is selected 
from hydrogen, methyl, fluoro, chloro and amino. 

14. yi. A compoiind according to claim^ 1 to 13 , wherein R2 is 4- 
methoxyphenyl , 3-amino-4-chlorophenyl, indol-2-yl, 5- 
chloroindol-2-yl, indol-6-yl, 3-chloroindol-6-yl or 3- 
methylindol - 6-yl • 

15. ^ A compoimd according to any one of claims 1 to 14 - wherein 
-X-X- is -CONH-. 



wo 01/96303 PCT/GBOl/02551 

- 180 - 

16. A compound according to any one of claims 1 to 15 wherein 
Y is CH. / 

17. A compound according to any one o f claims? 1 to 1 9 wherein 
Cy is an optionally substituted: phenyl, pyridyl, thienyl, 
thiazolyl, naphthyl, piperidinyl, f uranyl , pyrrolyl, 
isoxazolyl, isothiazolyl , pyrazolyl , oxazolyl, imidazolyl, 
1,2, 4 - thiadiazolyl , 1,3, 4 - thiadiazolyl , pyrimidinyl , 
pridazinyl, quinolyl, isoquinolyl, benzofuryl, benzothienyl or 
cycloalkyl group, or a phenyl group substituted by RsiXi in 
which Xi is a bond, O, NH or CH2 and is phenyl, pyridyl or 
pyrimidinyl optionally substituted by Rsa- 

18. ^ A compoxand according to " any one - of claim;gf 1 to i -y 
wherein Cy is an optionally substituted: phenyl, pyridyl, 
thienyl, thiazolyl, naphthyl, piperidinyl or cycloalkyl group, 

IS-y. ^ compound aooording to any - one of olaimo 1 to 10 whorcip " 
R3a is selected from hydrogen, hydroxyl , alkoxy, alkyl 
(optionally substituted by hydroxy, alkylamino, alkoxj^^oxo, 
aryl or cycloalkyl) , aminoalkyl (optionally substituted by 
hydroxy, alkylamino, alkoxy, 0x0, aryl or cyci^lkyl) , 
hydroxyalkyl (optionally substituted by hydroxy, alkylamino, 
alkoxy, 0x0, aryl or cycloalkyl), al]j€J5cyalkyl , alkoxycarbonyl , 
alkyl aminocarbonyl , alkoxycarbonyi^ino , alkylamino 
(optionally substituted by h5^d:roxy, alkylamino, alkoxy, 0x0, 
aryl or cycloalkyl), for^^^mino, halo, cyano, nitro, thiol, 
alkyl thio, alkyl su]^}K5nyl , alkyl sulphenyl , alkyl sulphonami do, 
alkylaminosulphofi^^, aminosulphonyl , haloalkoxy, haloalkyl, a 
group of th^x^rmula -C(x3)n(r11)r12 (wherein x3 is O or S; 
and Rl^aiid r12 are independently selected from hydrogen, 
metl>5<L or ethyl or together with the nitrogen atom to which 
tfney are -attached form -- a pyrro li din 1 yl, piperidin 1 yl o rt 
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morpholino group) — and - 0CH2O — which io bonded to two adjac e nt 
ring atomD in Cy> 

20 ^ compound according to any one of clQimg 1 to 19 whereg ;^ 
R3a is selected from hydrogen, hydroxyl, alkoxy, alkyl ^.^^^ 
(optionally substituted by hydroxy, alkylamino, a^JctSxy, oxo, 
aryl or cycloalkyl) , hydroxyalkyl (optionalJ^y^^^bstituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl^^err cycloalkyl) , 
alkoxyalkyl , alkoxycarbonyl , alkjji^fninocarbonyl , 
alkoxy carbonyl amino, alkylapaifio (optionally substituted by 
hydroxy, alkylamino, aii^oxy, oxo, aryl or cycloalkyl) , 
aminoalkyl (subsj>ar€uted by hydroxy, alkylamino, alkoxy, oxo, 
aryl or c^^pioalkyl) , halo, cyano, nitro, thiol, alkylthio, 
alkyl^sillphonyl , alkyl sulphenyl , alkylsulphonamido , 
a tfkylaminooulphonyl/ aminooulphonyl > haloalko^cy and haloalkyl A 

21. yv A compound according to tctny one ofi claim^ 1 t to 1D\ wherein 
R3a is selected from hydrogen, hydroxyl, methoxy, ethoxy, 
methyl , ethyl , methyl aminome thy 1 , dimethylaminomethyl , 
hydroxymethyl , carboxy, methoxymethyl , methoxycarbonyl , 
ethoxycarbonyl , methyl aminocarbonyl , dimethylamino- carbonyl , 
aminomethyl , CONH2 , CH2CONH2 , acetylamino , 
methoxycarbonylamino , ethoxycarbonyl amino , t - 
butoxycarbonylamino, amino, fluoro, chloro, bromo, cyano, 
nitro, thiol, methylthio, methyl sulphonyl , ethyl sulphonyl , 
methyl sulphenyl , methyl sulphonylamido , ethyl sulphonyl amido , 
methylaminosulphonyl , ethyl amino sulphonyl , aminosulphonyl , 
trif luoromethoxy , trif luoromethyl , pyrrol idin - 1 -yl carbonyl , 
piperidin-l-ylcarbonyl, morpholin-l-ylcarbonyl and -OCH2O- 
(which is bonded to two adjacent ring atoms in Cy) . 

22 A compound according to -an^^^ ono of claim/ 1 to 19 wherein 

is selected from hydrogen, hydroxyl, methoxy, ethoxy, 
methyl , ethyl , methylaminomethyl , dimethylaminomethyl , 
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hydroxymethyl , carboxy, methoxymethyl , methoxycarbonyl , 
ethoxycarbonyl , methyl aminocarbonyl , dimethyl amino - carbonyl , 
aminomethyl, C03SIH2, CH2CONH2, acetylamino, 
me thoxycarbonyl amino , ethoxycarbonyl amino , t - 
butoxycarbonyl amino, amino, fluoro, chloro, cyano, nitro, 
thiol, methyl thio, methyl sulphonyl , ethyl sulphonyl , 
methyl sulphenyl , methylsulphonylamido, ethyl sulphonylami do, 
methylaminosulphonyl , ethylaminosulphonyl , aminosulphonyl , 
trif luoromethoxy and trif luoromethyl . 

23.ys. A compound according to any ono of claim;? 1 to 22 wherein 
Cy is selected from: 




wherein: 

X' is selected from O, S and NMe; 
X' ' is selected from O and S; 



wo 01/96303 PCT/GBOl/02551 

-183 - 

X' ' ' is selected from O, S, NH and NMe; 
y is selected from hydrogen, amino and methyl; 
Rq is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl, methoxy, methylthio, methyl sulphinyl and 
5 methylsulphonyl ; 

is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl , methoxy, methylthio, methyl sulphinyl , 
methylsulphonyl, carboxy, methoxycarbonyl and a group of the 
formula -C (X^ ) n (rH) r12 (wherein is 0 or S and R^^ and r12 
10 are independently selected from hydrogen, methyl or ethyl or 
together with the nitrogen atom to which they are attached 
form a pyrrol idin-l-yl, piperidin-l-yl or morpholino group) ; 
Rp is selected from hydrogen and fluoro; or 
Rq and Rjn or and Rp form an -OCH2O- group; or 
15 Rq and R^ together with the ring to which they are attached 
form a 5 or 6 membered aryl or heteroaryl ring (wherein the 
heteroary ring contains 1 or 2 heteroatoms selected from 
nitrogen, oxygen and sulfur) ; 

one of Rqi and R02 is hydrogen and the other is Rq; 

24 A compound according to any one of claim^ 1 " feo 19 wherein 
Cy is selected from phenyl, 2-chlorophenyl, 2-methoxyphenyl , 
4-carbamoylphenyl, pyrid-2-yl, pyrid-3-yl, thien-2-yl, thien- 
3-yl, furan-2-yl, furan-3-yl, imida2ol-2-yl , thiazol-2-yl , 
25 thiazol-4-yl, thiazol-S-yl, naphthyl, isoquinolin-5-yl , 

isoquinolin-8-yl, guinolin-4-yl, guinolin-5-yl , and guinolin- 
8-yl. 

25. ^ A compound as claimed in any one of Claim;? 1 to- 24 , in 
3 0 which the alpha atom in Y is carbon and has the conformation 

that would result from construction from a D-a-aminoacid 
NH2-CRi]3 (Cy) -COOH where the NH2 represents part of X-X 

26. A pharmaceutical composition, which comprises a compound 

/ 
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as claimed in cmy ono of clainyrf 1 to 25 together with at least 
one pharmaceutically acceptable carrier or excipient. 

27.y% A compound a s claimed in any ono of claim s 1 to 25 for 
■ uoo in tho - rapy. 



28 Use of a compound aa claimed in any one of claims 1 Lo 2S " 
for the manufaoturo of a mcdioamcnt for the treatment of a 
thrombotic dioordor -. 

29.^ A method of treatment of a human or non-human animal body 
to combat a thrombotic disorder, which comprises administering 
to said body an effective am ount of a compound as clai med in 
claim 1, V>(4r -H-^ c^oi^owJ ^ '-CLl^ sAU^^jW^s^ - 'i*-"* 



3 0 Ar^b ajrmacoutical compooition oomprioing a compound as- 
claimed in any one of claims 1 to 2D for us e to combat -o e 
thrombo t i o di □ or dor . 

31.^ A compound of formula I qo claimed in claim 1 Q^rKj - namc d 
in any of — the Examplec heroin/ or a phyoiologically tolQa?atol e- 
salt thoroof . 




